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1 . This international preliminary examination report has been prepared by this International Preliminary Exarnining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Adniinistrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 




Basis of the report 


n 


□ 


Priority 


m 


□ 


Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 




Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


vm 


□ 


Certain observations on the international application 



Date of submission of the demand 

19 November 2003 (19.11.2003) 


Date of completion of this report 

14 June 2004 (14.06.2004) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages 

pages 



□ 



, as originally filed 

, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 
, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



. , filed with the letter of 



f | the sequence listing part of the description: 



pages 
pages 



, as originally filed 

m , filed with the demand 



_ , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

Thes e elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
prelirninary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. 
DKI filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form 

□ 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 
□ the description, pages 

the claims, Nos. 

the drawings, sheets/fig 

^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — 1 beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation wider Article 14 are referred to 
in tliis report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). * * 1 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
restricted the claims. 
[^1 paid additional fees. 
I | paid additional fees under protest. 
I I neither restricted nor paid additional fees. 

□ This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1, 
not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
I | complied with. 

1^1 not complied with for the following reasons: 



See supplemental sheet 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report 



all parts. 

□ 

the parts relating to claims Nos. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 

Continuation of: IV . 3 

The inventions that are set forth in claims 1-9 
pertain to polypeptides that comprise one of the amino 
acid sequences set forth in SEQ ID NO: 2, 4, 6, 8, 10 and 
12, or to methods that employ said polypeptides; however, 
the polypeptides that comprise these amino acid sequences 
cannot be said to have a common structure, and the 
polypeptides that are expressed in the synovial tissue of 
patients suffering from rheumatoid arthritis cannot be 
considered to be novel. Thus, the inventions that are set 
forth in claims 1-9 can be divided into six groups of 
inventions related to the different polypeptides that 
comprise one of the amino acid sequences set forth in 
claims 2, 4, 6, 8, 10 and 12; therefore, these groups of 
inventions cannot be considered to be a group of 
inventions that is so linked as to form a single general 
inventive concept. 

The International Preliminary Examining Authority 
considers the following portions of the international 
application to conform with the requirement of unity of 
invention: 

The portions of the inventions set forth in claims 
1-5, 7 and 9 which pertain to proteins comprising the 
amino acid sequence that is set forth in SEQ ID NO: 2. 

The International Preliminary Examining Authority 
considers the following portions of the international 
application to pertain to the main invention: 

The portions of the inventions set forth in claims 
1-5, 7 and 9 which pertain to proteins comprising the 
amino acid sequence that is set forth in SEQ ID NO: 2. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) 

Inventive step (IS) 



Industrial applicability (IA) 



2. Citations and explanations 

Document 1: WO 01/32910 Al 
Document 2: WO 00/42070 Al 
Document 3: WO 01/55301 A2 

1. The inventions that are set forth in claims 1-5 and 7-9 
do not involve an inventive step in the light of documents 
1-3 cited in the international search report. 

(1) Document 1 discloses the feature of using the 
secretory protein that is disclosed therein to diagnose 
autoimmune diseases such as rheumatoid arthritis. 

The amino acid sequence represented by SEQ ID NO: 
111 disclosed in document 1 corresponds perfectly to amino 
acids 76-357 in the amino acid sequence represented by SEQ 
ID NO: 2 set forth in the present application, and a 
person skilled in the art could easily further clone this 
sequence in order to determine the sequence in the N- 
terminal portion thereof. In addition, it is not 
considered to be especially difficult to use the obtained 
... protein in the diagnosis of rheumatoid arthritis. 

(2) Document 2 indicates that it is necessary to discover 
the cytokines which contribute to disease-related 
inflammation, that antagonists such as antibodies against 
the cytokines are capable of down-regulating the 
cytokines, that Zalpha 12 is a cytokine which is involved 

Form PCT/IPEA/409 (Box V) (January 1994) __________ 
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in the inflammatory response, and that antagonists against 
Zalpha 12 can be used to lessen inflammation. In addition, 
document 2 indicates that rheumatoid arthritis is an 
inflammatory disease. 

Document 2 indicates that the cytokine Zalpha 12 
causes the inflammation associated with inflammatory 
diseases; therefore, it is thought that inflammatory 
diseases such as rheumatoid arthritis cause the expression 
of Zalpha 12. Therefore, it would be easy for a person 
skilled in the art to use the expression of this cytokine 
to test for such diseases. 

Furthermore, the amino acid sequence represented by 
SEQ ID NO: 4 disclosed in document 2 corresponds perfectly 
to amino acids 70-3 57 in the amino acid sequence 
represented by SEQ ID NO: 2 set forth in the present 
application, and it is not considered to be especially 
difficult for a person skilled in the art to further clone 
this sequence in order to determine the sequence in the N- 
terminal portion thereof . 

(3) Document 3 discloses the feature of using the protein 
that is disclosed therein to diagnose autoimmune diseases 
such as rheumatoid arthritis (refer to paragraph [462] ) . 

Amino acids 15-222 in the amino acid sequence 
represented by SEQ ID NO: 1512 disclosed in document 3 
correspond perfectly to amino acids 24-231 in the amino 
acid sequence represented by SEQ ID NO: 10 set forth in 
the present application, and amino acids 15-222 in the 
amino acid sequence represented by SEQ ID NO: 1512 
disclosed in document 3 correspond perfectly to amino 
acids 4-211 in the amino acid sequence represented by SEQ 
ID NO: 12 set forth in the present application. A person 
skilled in the art could easily further clone the sequence 
in order to determine the sequences in the N- terminal 
portion and the C-terminal portion thereof. In addition, 
it is not considered to be especially difficult to use the 
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obtained protein in the diagnosis of rheumatoid arthritis 



2 . Claim 6 

The invention that is set forth in claim 6 is not 
disclosed in any of the documents that are cited in the 
international search report; therefore it is novel and 
involves an inventive step. Specifically/ antibodies that 
bind to polypeptides containing the amino acid sequence 
represented by SEQ ID NO: 4, which exhibit heightened 
expression levels in patients that suffer from rheumatoid 
arthritis, are not disclosed in any of the documents. 
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